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July 28, 2004 

BY FEDERAL EXPRESS 

Division of Dockets Management (HFA-305) 
Food and Drug Administration 
Room 1061 
5630 Fishers Lane 
Rockville, MD 20852 

CITIZEN PETITION 

The undersigned hereby submits this Citizen Petition, in quadruplicate, 
pursuant to the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. 9 355(j), and 
FDA regulations 21 C.F.R. 0s 10.30,314.94,314.101 and 320.21. 

A. Action Requested 

That the Office of Generic Drugs of the Federal Food and Drug 
Administration (“FDA”) refuse to accept for filing any Abbreviated New Drug 
Application (ANDA) for the combination drug amlodipine besylate-benazepril 
hydrochloride (“amlodipine-benazepril”), unless such ANDA contains both fed and 
fasted segments of a study demonstrating the bioequivalence of the generic 
amlodipine-benazepril drug product that is the subject of the application to the 
reference listed drug LOTREL@. 

B. Statement of Grounds 

1. Bioequivalence Study Requirements 

An ANDA is required to contain “information to show that the new 
[generic] drug is bioequivalent to the listed drug . . .” 21 U.S.C. 8 355@(2)(A)(iv); 
21 C.F.R. $0 314.(a)(7), 320.21(b). A generic drug product submitted in an ANDA 
is considered to be bioequivalent to a listed (reference brand-name) drug product if 
“the rate and extent of absorption of the drug do not show a significant difference 
from the rate and extent of absorption of the listed drug when administered at the 
same molar dose of the therapeutic ingredient under similar experimental 
conditions in either a single dose or multiple doses.” 21 U.S.C. 8 355(j)@)(B)(i); 
21 C.F.R. 3 320.1(e). 
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FDA requires that bioequivalence studies for all orally-administered 
immediate release drug products be conducted under both fed and fasting 
conditions, A study of the drug taken with food is necessary to determine if there 
is a food effect that could adversely affect the bioequivalence of the generic drug 
product to the reference listed drug product. The only exceptions where a fed 
condition bioequivalence study is permitted to be excluded are: (i) when the test 
drug and reference drug are both rapidly dissolving, have similar dissolution 
profiles, and contain a drug substance with high solubility and permeability (a BCS 
Class 1 drug substance); (ii) when the labeling of the reference drug recommends 
administration on an empty stomach; or (iii) when the labeling of the reference 
drug makes no statements about the effect of food on absorption or administration. 
See FDA Guidance for Industry: Food-Eflect Bioavailability and Bioequivalence 
Studies, Dec. 2002, at 3. 

FDA is required to receive an ANDA (i.e., accept an ANDA for filing) only 
when it is sufficiently complete for as substantive review, i.e., on its face it contains 
all data and information required in such an application, including all required 
bioequivalence data. 21 C.F.R. $9 314.101 (a)(l), (d)(3). 

2. ANDAs for Amlodipine-Benazepril Require Both Fed and 
Fasting Segments of a Bioequivalence Study 

ANDAs seeking regulatory approval of the combination drug amlodipine- 
benazepril capsules, a prescription drug indicated for the treatment of hypertension, 
in strengths of 2Smg/lOmg, 5mg/lOmg and 5mg/20mg, are eligible for submission 
to FDA. The reference listed drug is LOTREL@, manufactured by Novartis 
Pharmaceuticals Corporation. 

Under the principles summarized above, each ANDA for a generic 
amlodipine-benazepril formulation must contain the results of a bioequivalence 
study purporting to establish that the generic amlodipine-benazepril product is 
bioequivalent to LOTREL@ under both fed conditions (i.e., taken with food) as well 
as fasting conditions (taken without food). 

None of the three exceptions to the fed bioequivalence study requirement 
applies here. Benazepril is not a BCS Class 1 drug substance, the labeling of 
LOTREL@ does not recommend administration on an empty stomach, and the 
LOTREL@ labeling contains a statement that absorption of the individual active 
drug substances is not influenced by the presence of food in the gastrointestinal 
tract. (A copy of the approved LOTREL@ package insert is enclosed). 
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Accordingly, unless an ANDA for a generic amlodipine-benazepril drug 
product contains a study assessing bioequivalence to LOTREL@ under both fed 
and fasting conditions, the ANDA should not be accepted for filing and 
substantive review, because it is not a sufficiently complete ANDA. 21 C.F.R. 
6 314.101(a)(l), (d)(3). Thus, FDA is urged to reject for filing any ANDA for 
amlodipine-benazepril that does not on its face include the results of a study 
seeking to demonstrate that the generic amlodipine-benazepril drug product is 
bioequivalent to the reference listed drug product LOTREL@ under a fasting 
condition and when both are taken with food. 

C. Environmental Impact 

Petitioner claims a categorical exclusion from the requirement of an 
environmental assessment or environmental impact statement pursuant to 21 C.F.R. 
0 25.31. 

D. Economic Impact 

Pursuant to 21 C.F.R. 3 10.30(b), economic impact information is to be 
submitted only when requested by the Commissioner following review of this 
Citizen Petition. 

E. Certification 

The undersigned certifies that, to their best knowledge and belief, this 
Citizen Petition includes all representative data and information known to 
Petitioner which are unfavorable to the Petition. 

Respectfully submitted, 

FROMMER LAWRENCE & HAUG LLP 

Charles J. Raubicheck 

cc: Gary J. Buehler, R.Ph. (HFD-600) 
Dale P. Conner, Pharm.D. (HFD-650) 
Wm. Peter Rickman (HFD-610) 
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